is known about the molecular functions of LRIG2 and LRIG3. Recently, however, it was 66 suggested that LRIG3 opposes the function of LRIG1 (33). All three LRIG family members 67 are prognostic markers for different types of cancer (10, 13, 14, 18, 23, 24, 26, 35, 39) . To accompanied by hyperproliferation and expansion of epidermal and intestinal stem cells (16, 72 17, 32, 42) . In addition, the Lrig1-deficient mice show an increased incidence of intestinal 73 adenomas (32, 42) , and have an abnormal corneal stem cell phenotype (27) . Lrig2-deficient 74 mice are protected against PDGFB-induced gliomas but also have an increased rate of 75 idiopathic spontaneous mortality (34), and they show hearing defects (6). Lrig3-deficient mice 76 exhibit craniofacial and inner ear defects (1). To our knowledge, cardiac function and plasma 77 lipid levels have not been studied in any Lrig-deficient mouse strain, to date. The present study investigated whether Lrig3 is important for heart function and for 80 regulating plasma cholesterol level in mice. We generated Lrig3-deficient mice and compared 81 their heart function and plasma lipid levels to those in wild-type mice. 
Quantitative real-time RT-PCR

138
The RNA was prepared from the left ventricle using the High Pure RNA Paraffin kit (Roche
139
Diagnostics Scandinavia AB) followed by digestion of contaminating DNA using the 140 TURBO DNA-free kit (Life Technologies) according to the manufacturers' instructions.
141
Quantitative reverse transcription (RT)-PCR was performed as previously described (9) Microscopic examination of left ventricle sections revealed no apparent differences in 256 morphology between KO (n=9) and WT (n=10) mice (Table 2 ). The adventitias of 257 intramyocardial vessels were clearly stained for collagen but overall the staining was scarce, 258 mainly detected in the endocardium (Fig 2) .
259
There were no statistically differences in endothelial cell or cardiomyocyte nuclei count, or 260 their ratio, between KO and WT mice (Table 2) .
262
Heart rate and blood pressure
263
Heart rate and blood pressure were measured in the mice at 6 and 12 months of age. The 264 numbers of heart rate and blood pressure measurements were between 37 and 50 for each 265 mouse. At 6 months of age, the male KO mice had a higher heart rate than their WT 266 counterparts (Table 3) . At 12 months of age, KO mice showed a small but significant increase 267 in blood pressure compared with WT mice, 109.7 mm Hg versus 105.6 mm Hg (Table 4) .
269
High-frequency echocardiography
270
At 6 months of age, the left ventricular diastolic inner diameter was smaller for the female and 271 male KO mice than that of the respective WT mice (Table 5) . No other differences between 272 the KO and WT animals were observed by echocardiography at this age.
273
At 12 months, the female KO mice displayed thicker left ventricular septal and posterior walls 274 and reduced stroke volume with a resulting lower cardiac output than the female WT mice 275 (Table 6 ). Table 7 . 
